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DETAILED ACTION 
Status or the Claims 
Claims I -45 are pending in the present application and are subject to 
restriction/election of species requirements. 



Election/Restrictions 

Restriction to one of the following inventions is required under 35 U.S.C. 

12 1: 

I. Claims I - 1 I , drawn to a method of screening for test compounds capable of 

MODULATING THE ACTIVITY OF AN ANERGY MARKER PROTEIN, CLASSIFIED IN CUkSS 436, 
SUBCL\SS 50 I . 

M. Claims I 2-22, drawn to a method of screening for test compounds capable of 

MODULATING THE EXPRESSION LEVEL OF AN ANERGY MARKER, CLASSIFIED IN CLASS 435, 
SUBCLASS 6 TO THE EXTENT THAT THE METHOD IS DIRECTED TO NUCLEIC ACIDS. 

III. Claims I 2-22, drawn to a metthod of screening for test compounds capable of 

MODULATING THE EXPRESSION LEVEL OF AN ANERGY MARKER, CLASSIFIED IN CLASS 435, 
SUBCLASS 6 TO THE EXTENT THAT THE METHOD IS DIRECTED TO PROTEINS. 

IV. Claims 23-38, drawn to a method of screening for test compounds capable of 

INHIBITING AN IMMUNE DISORDER, CLASSIFIED IN CLASS 435, SUBCLASS 70. I , TO THE 
EXTENT THAT THE METHOD IS DIRECTED TO NUCLEIC ACIDS. 

V. Claims 23-38, drawn to a method of screening for test compounds capable of 

inhibiting an immune disorder, classified in class 435, SUBCLASS 70. I , TO THE 
EXTENT THAT THE METHOD IS DIRECTED TO PROTEINS. 
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VI. Claims 39-45, drawn to a method of screening test compounds for inhibitors of 

AN immune disorder IN A SUBJECT, CLASSIFIED IN CLASS 5 I 4, SUBCLASS 885 TO THE 
EXTENT THAT THE METHOD IS DIRECTED TO NUCLEIC ACIDS. 

VII. Claims 39-45. drawn to a method of screening test compounds for inhibitors of 

AN immune disorder IN A SUBJECT, CLASSIFIED IN CLASS 5 I 4, SUBCLASS 885 TO THE 

extent that the method is directed to proteins. 

Restriction is deemed proper because the above methods constitute patentably 
distinct inventions for the following reasons: groups hvii are directed to methods 
that recite structurally and functionally distinct elements, are not required for one 
another, and achieve different goals. 

Groups I, III, V and VII are drawn to the use of anergy marker proteins which 

VARY IN LENGTH AND AMINO ACID CONTENT AND THUS CONSTITUTE PATENTABLY DISTINCT 
COMPOUNDS WHICH MAY POSSESS DIFFERENT PHYSICOCHEMICAL PROPERTIES AND/OR METHODS 
OF MANUFACTURE. 

Groups II, IV, and VI are drawn to the use of anergy marker polynucleotides 

THAT VARY IN LENGTH AND NUCLEIC ACID CONTENT AND THUS CONSTITUTE PATENTABLY DISTINCT 
COMPOUNDS WHICH MAY POSSESS DIFFERENT PHYSICOCHEMICAL PROPERTIES AND/OR METHODS 

of manufacture. 

Additionally, the use of "naturally-occurring compounds, biomolecules, 
proteins, peptides, oligopeptides, polysaccharides. nucleotides and polynucleotides" 
in methods of the claimed invention does not constitute the use of compounds which 
contain a common core structure essential to a common utility (e.g., improper 
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Markush groups). Further, the use of functional language (e.g., "capable of 
* modulating", "capable of inhibiting") to encompass compounds which differ markedly 
IN structure (e.g., "biomolecules", proteins, polysaccharides, polynucleotides) 

REPRESENT IMPROPER MARKUSH GROUPINGS WHICH ADDITIONALLY LjACK A CORE WHICH ELICITS A 

single common utility. 

Likewise, the use of "an antigen, an antigen presenting cell, an activator of 
NFAT-NFAT ligand signaling, a combination of ANThCD3 and anti-CD28 antibodies, and a 

combination of ANTI-TCR and ANTI-CD28 ANTIBODIES" IN METHODS OF THE CLAIMED INVENTION 
DOES NOT CONSTITUTE THE USE OF COMPOUNDS WHICH CONTAIN A COMMON CORE STRUCTURE 
ESSENTIAL TO A COMMON UTILITY (E.G.. IMPROPER MARKUSH GROUPS). 

Further Restriction (This is not a species election) 

Upon selection of any of Groups I-VII, Applicant must elect a specific 
subgeneric class of test compound (i.e.. as disclosed on p 7 of the specification, 
(e.g., a nucleic acid (e.g.. an antisense nucleic acid or ribozyme). a polypeptide (e.g.. 
an antibody or an antigen-binding fragment thereof), a peptide fragment, a 
peptidomimetic, or a small molecule (e.g., a small organic molecule with molecular 

WEIGHT LESS THAN ABOUT 2000 OR BOO DALTONS)). WITH RESPECT TO VARIANTS WHICH MAY 
ENCOMPASS PATENTABLY DISTINCT COMPOUNDS WITHIN THE ELECTED SUBGENERIC CLASS OF TEST 

COMPOUND, Applicant must elect a single variant that embodies a core structure 

DIRECTED TO A COMMON UTILITY. 

Group I 

Upon selection of Group I. Applicant must then elect a single specific "anergy 
marker" from among those listed in Applicant's "Group I and Group tl and Group 111 
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AND Group IV'\ inclusive, explicitly designate that election by SEO ID No., and 

DESIGNATE THE SPECIFIC PRIMARY STRUCTURE AND/OR AMINO ACID SEQUENCE OF THE "ANERGY 
marker protein" ENCODED BY THE ELECTED "ANERGY MARKER". APPLICANT MUST FURTHER 
ELECT A SINGLE SPECIFIC ACTIVITY OF SAID ELECTED ANERGY MARKER PROTEIN. THAT IS CAPABLE 
OF BEING MODULATED BY SAID ELECTED TEST COMPOUND, WHEREIN BINDING INDICATES THAT THE 
TEST COMPOUND IS CAPABLE OF MODULATING THE ACTIVITY OF THE ANERGY MARKER PROTEIN. 

Further, upon selection of Group I, Applicant must elect a method to detect 

BINDING ACTIVITY BETWEEN THE ELECTED TEST COMPOUND AND "ANERGY MARKER PROTEIN" (E.G., 
FLUORESCENCE-BASED TECHNOLOGY SUCH AS BRET, FRET, CYTOSENSOR MICROPHYSIOMETRY. 
FLIPR, LABEL-FREE PU^SMON RESONANCE TECHNOLOGY), AND THE APPROPRIATE DIAGNOSTIC 
ANALYSIS TO BE PERFORMED TO ELUCIDATE THE COUPLING SYSTEMS (SEE P I 24- I 25 OF THE 
SPECIFICATION). 
GROUPS II AND III 

Upon selection of Group II or III, Applicant must then elect a single specific 

"ANERGY MARKER" FROM AMONG THOSE LISTED IN APPLICANT'S "GROUP I AND GROUP II AND 

Group 111 and Group IV", inclusive, and explicitly designate that election by SEO ID 

No., AND designate THE SPECIFIC PRIMARY STRUCTURE AND/OR AMINO ACID SEQUENCE OF THE 

"anergy marker protein" encoded by the elected "anergy marker". 

Applicant must further elect a single specific "sample of cells", wherein a 
substantially modulated level of expression of the anergy marker is an indication that 
the test compound is capable of moduu^ting the level of expression (e.g., t cells or 
b cells) see specification, p 18). upon such election, applicant must further elect a 

SINGLE SPECIFIC SUBTYPE OF CELLS (E.G., T CELLS, E.G., Th I CELLS, T CELLS WITH A 
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PARTICULAR T CELL RECEPTOR, T CELLS OF VARIOUS STAGES OF MATURATION, HELPER T CELLS, 
KILLER T CELLS; E.G., AS DISCLOSED ON P 1 8 OF THE SPECIFICATION). 

Further, upon selection of Group II or III, Applicant must elect a method of 

COMPARING ANERGY MARKER EXPRESSION LEVELS (E.G., DETECTION OF THE PRESENCE OF AN 
RNA SPECIES TRANSCRIBED FROM A SPECIFIC GENE, SPLICING OF THE RNA, E.G., BY NORTHERN 
BLOT ANALYSIS, RPPCR OR GENECHIP; SEE P I 52 OF THE SPECIFICATION). APPLICANT MUST 
THEN ELECT A SPECIFIC QUANTITATIVE RANGE DELINEATING "A FIRST LEVEL OF EXPRESSION" AND 
"A SECOND LEVEL OF EXPRESSION" OF AN ANERGY MARKER THAT IS CONSONANT WITH THE 
CLAIMED MCTHOD OF GROUP II OR III. 

Upon selectipn of Group II or III. Applicant must elect a specific subgeneric 

CLASS OF STIMULANT (I.E., AS DISCLOSED ON P 27 OF THE SPECIFICATION; E.G., AN ANTIGEN. AN 
antigen PRESENTING CELL, AN ACTIVATOR OF NFAT-NFAT LIGAND SIGNALING, A COMBINATION OF 
ANTI-CD3 AND ANTI-CD28 ANTIBODIES, AND/OR A COMBINATION OF ANTI-TCP AND ANTI-CD28 

antibodies, lonomycin and/or pma). with respect to variants which may encompass 
patentably distinct compounds within the elected subgeneric class of test compound, 
Applicant must elect a single variant that embodies a core structure directed to a 

COMMON utility. 

Groups IV and V 

Upon selection of Group IV or V, Applicant must elect a single specific immune 

DISORDER (E.G., AS DISCLOSED ON P 72 OF THE SPECIFICATION). IN ADDITION, APPLICANT MUST 
ELECT A SINGLE SPECIFIC PANEL OF ANERGY MARKERS COMPRISING A SINGLE SPECIFIC ANERGY 
MARKER (AND HOMOLOGS THEREOF; SEE P 66, LNS I O- I 2 OF THE SPECIFICATION) AS SET 

FORTH IN Applicant's "Group I and Group II and Group 111 and Group IV", inclusive, and 

EXPLICITLY DESIGNATE THAT ELECTION BY SEO ID NO. TO THE EXTENT THAT THE CLAIMED METHOD 
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IS directed to proteins, Applicant must designate the specific primary structure 
and/or amino acid sequence of anergy marker proteins encoded by the elected anergy 
marker panel. 

Further, upon selection of Group IV or V, Applicant must elect a method to 

DETECT BINDING ACTIVITY BETWEEN THE ELECTED TEST COMPOUND AND THE ELECTED PANEL OF 
ANERGY MARKER PROTEINS (E.G., FLUORESCENCE-BASED TECHNOLOGY SUCH AS BRET, FRET, 
CYTOSENSOR MICROPHYSIOMETRY, FLIPR. LABEL-FREE PLASMON RESONANCE TECHNOLOGY), AND 
THE APPROPRIATE DIAGNOSTIC ANALYSIS TO BE PERFORMED TO ELUCIDATE THE COUPLING 
SYSTEMS (SEE P I 24" I 25 OF THE SPECIFICATION). IN ADDITION, APPLICANT MUST THEN ELECT A 
SPECIFIC QUANTITATIVE RANGE DELINEATING AN "AMOUNT OF BINDING" OF THE ELECTED TEST 
COMPOUND TO THE ELECTED ANERGY MARKER PANEL, WHEREIN SAID "AMOUNT OF BINDING" 
INDICATES THAT SAID ELECTED TEST COMPOUND IS CAPABLE OF INHIBITING SAID ELECTED IMMUNE 
DISORDER. 

Groups VI and Vli 

Upon selection of Group VI or VII, Applicant must elect a single specific 

IMMUNE DISORDER (E.G., AS DISCLOSED ON P 72 OF THE SPECIFICATION), A SINGLE SPECIFIC 
SAMPLE COMPRISING CELLS, AND A SINGLE SPECIFIC CELL TYPE ENCOMPASSED BY SAID ELECTED 

SAMPLE. Applicant must then elect a single specific "anergy marker" from among 

THOSE listed IN APPLICANT'S "GROUP 1 AND GROUP II AND GROUP 111 AND GROUP IV", 
INCLUSIVE, AND EXPLICITLY DESIGNATE THAT ELECTION BY SEO ID NO., AND DESIGNATE THE 
SPECIFIC PRIMARY STRUCTURE AND/OR AMINO ACID SEQUENCE OF THE "ANERGY MARKER 
PROTEIN" ENCODED BY THE ELECTED "ANERGY MARKER". 



Because these inventions are distinct for the reasons given above, and 
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A. 



HAVE ACQUIRED A SEPARATE STATUS IN THE ART AS SHOWN BY THEIR DIFFERENT 



CLASSIFICATION; 



B. 



HAVE DIFFERENT AND SEPARATELY BURDENSOME MANUAL AND/OR COMPUTER 



STRUCTURE, NAME, AND BIBLIOGRAPHICAL SEARCHES; AND, 



C. 



HAVE DIVERGENT SUBJECT MATTER; AND 



D. 



SINCE THE LACK OF CHEMICAL COMPOUND STRUCTURE AND/OR A COMMON CORE 



RENDERS THE SEARCH UNDULY BURDENSOME (FOR EXAMPLE, SEARCHING PURELY 



FUNCTIONAL CLAIMS, (E.G 



CAPABLE OF MODULATING THE ACTIVITY OF OR 



CAPABLE OF INHIBITING") OR CLAIMS THAT READ ON MULTIPLE TYPES OF CHEMICAL 



COMPOUNDS (E.G., NUCLEIC ACIDS. PROTEINS, SMALL MOLECULES, ETC.) IS FUTILE); 



restriction for examination purposes as indicated is proper. 

Applicant is advised that the reply to this requirement to be complete must 
include an election of the invention to be examined even though the requirement be 

TRAVERSED (37 CFR I . I A3), 

Applicant is reminded that upon the cancellation of claims to a non-elected 

INVENTION, THE INVENTORSHIP MUST BE AMENDED IN COMPLIANCE WITH 37 CFR I .48(B) IF ONE 
OR MORE OF THE CURRENTLY NAMED INVENTORS IS NO LONGER AN INVENTOR OF AT LEAST ONE 
CLAIM REMAINING IN THE APPLICATION. ANY AMENDMENT OF INVENTORSHIP MUST BE ACCOMPANIED 
BY A REQUEST UNDER 37 CFR I .48(B) AND BY THE FEE REQUIRED UNDER 37 CFR I . I 7(1). 

Election or Species 
This application contains claims directed to the following patentably 
distinct species of the claimed invention: 

a) a library (e.g., spatially addressable parallel solid phase or solution 
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PHASE LIBRARIES OR SYNTHETIC LIBRARIES MADE FROM DECONVOLUTION , ' ONE- 
BEAD one-compound' METHODS AND BY AFFINITY CHROMATOGRAPHY SELECTION); 
SEE CLAIMS 3, I 3, 25, AND AO 

B) A BIOACTIVE AGENT (E.G., NATURALLY-OCCURRING COMPOUNDS, BIOMOLECULES, 
PROTEINS, PEPTIDES. OLIGOPEPTIDES. POLYSACCHARIDES, NUCLEOTIDES AND 
POLYNUCLEOTIDES); SEE CLAIMS 4, 5, 26, AND 27) 

C) A SMALL MOLECULE; SEE CLAIMS 6 AND 28 

D) AN ACTIVATOR OF NFAT-NFAT LIGAND SIGNALING (E.G., lONOMYCIN. PHORBOL I 2- 
MYRISTATE I 3-ACETATE) 

Applicant is required under 35 U.S.C. I 2 I to electa single disclosed species 

FOR PROSECUTION ON THE MERITS TO WHICH THE CLAIMS SHALL BE RESTRICTED IF NO GENERIC 

■ * 

CLAIM IS FINALLY HELD TO BE ALLOWABLE. 

Applicant is required under 35 U.S.C. I 2 I to elect a single species, even 
though this requirement is traversed. 

The species mentioned above have different and separately burdensome manual 
and/or computer structure, name, and bibliographical searches, and have divergent 
subject matter. 

Applicant is advised that a reply to this requirement must include an 
identification of the species that is elected consonant with this requirement, and a 

LISTING or ALL CLAIMS READABLE THEREON . INCLUDING ANY CLAIMS SUBSEQUENTLY ADDED. AN 
ARGUMENT THAT A CLAIM IS ALLOWABLE OR THAT ALL CLAIMS ARE GENERIC IS CONSIDERED 
NONRESPONSIVE unless ACCOMPANIED BY AN ELECTION. 

Upon the allowance of a generic claim, applicant will be entitled to 
consideration of claims to additional species which are written in dependent form or 
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OTHERWISE INCLUDE ALL THE LIMITATIONS OF AN ALLOWED GENERIC CLAIM AS PROVIDED BY 37 
CFR I . I 4 I . If CLAIMS are added after the election, applicant must INDICATE WHICH ARE 
READABLE UPON THE ELECTED SPECIES. MPEP § 809.02(A). 

Should applicant traverse on the ground that the species are not patentably 
distinct, applicant should submit evidence or identify such evidence now of record 
showing the species to be obvious variants or clearly admit on the record that this is 

THE CASE. In EITHER INSTANCE, IF THE EXAMINER FINDS ONE OF THE INVENTIONS UNPATENTABLE 
OVER THE PRIOR ART, THE EVIDENCE OR ADMISSION MAY BE USED IN A REJECTION UNDER 35 
U.S.C. I 03(A) OF THE OTHER INVENTION. 

Any INQUIRY CONCERNING THIS COMMUNICATION OR EARLIER COMMUNICATIONS FROM THE 
EXAMINER SHOULD BE DIRECTED TO DEVON R BYRD WHOSE TELEPHONE NUMBER IS 703-305- 

O I 59. The examiner can normally be reached on Mon-Fri 8a-5p. 

If ATTEMPTS TO REACH THE EXAMINER BY TELEPHONE ARE UNSUCCESSFUL. THE 
EXAMINER'S SUPERVISOR, ANDREW WANG CAN BE REACHED ON 703-306-23 I 7. THE FAX 
PHONE NUMBER FOR THE ORGANIZATION WHERE THIS APPLICATION OR PROCEEDING IS ASSIGNED 



IS (703) 872-9306. 

Any INQUIRY OF A GENERAL NATURE OR RELATING TO THE STATUS OF THIS APPLICATION OR 
PROCEEDING SHOULD BE DIRECTED TO THE RECEPTIONIST WHOSE TELEPHONE NUMBER IS 703" 

308- 1 235. 



DB 

October 28, 2003 




